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Azacitidine/Venetoclax (Aza/Ven) for Newly Dx 
Older/Unfit AML

DiNardo, N Engl J Med 2020; Pratz, Am J Hematol 2024; Gangat, Am J Hematol 2024, Dohner, Blood 2024

• VIALE-A: Randomized Phase 3 study of Azacitidine + Venetoclax vs. Azacitidine + Placebo
• Eligibility: Newly Dx AML >75 years or unfit for intensive chemo (Median Age = 76 years)

CR/CRi rates: 67% vs. 29% 
(p<0.001)

Paradigm shift in management of 
older adults with AML

• Long-term outcomes remain poor- 2 year OS <40%
• Full CR rates are low (37%) and ~1/3 of pts will not respond to treatment
• Dismal outcomes in KMT2Ar

•  Mayo Clinic Analysis: CR/CRi rates = 43%, median OS = 2.5 months in KMT2Ar Tx with Aza/Ven
• ~50% of NPM1m AML have Intermediate-risk ELN-2024 (FLT3-ITD, NRAS or KRAS mut)

•  Poor outcomes (CR/CRi = 57%, median OS <10 months) 
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Menin Inhibitors- New Class of Targeted 
Treatments for NPM1m and KMT2Ar AML

Dohner, Blood 2017

Menin 
Inhibitors

Revumenib is a first-in-class 
menin inhibitor approved for 

R/R acute leukemia with 
KMT2A translocation
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Beat AML Study Design- Phase 1b Study of Aza/Ven + 
Revumenib in Newly Dx AML 

Phase 1b 
Azacitidine + Venetoclax + Revumenib

Patients ≥ 60 yr 
old and unfit for 
intensive chemo 

with NPM1m 
(central testing) or 

KMT2Ar (local 
testing)

Primary endpoint
RP2D of combination

Morphologic 
evidence of AML 

after cycle 1

Induction
(cycle 2 +/- 3)

Continue 
treatment 

indefinitely; until 
progression, 
transplant, 
intolerance

Marrow 
remission

Morphologic 
evidence of AML 
after 3 cycles of 

induction

Marrow 
remission

Off Protocol

Induction 
 Revumenib
(DL1 or DL2)

+
Azacitidine

(75 mg/m2 QD 
D1-D7)

+ 
Venetoclax 

per label 
D1-28

Revumenib* doses tested:
DL1: 113 mg q12h D1-28
DL2: 163 mg q12h D1-28

* Patients dosed in combination with strong CYP3A4i; Ven dose adjusted for CYP3A4 

Expansion Cohorts 
randomized between 

DL1 and DL2 

DL = Dose Level
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Aza/Ven/Revumenib Enrollment

Dose Escalation

DL1: N = 7
DL2: N = 6

Dose Expansion

DL2: N = 13

Dose Expansion - 
Randomized

DL1: N = 14
DL2: N = 3

Combined

DL1: N = 21
DL2: N = 22

N=43 total

For use only by Syndax Medical Affairs for scientific exchange purposes. Do not copy or distribute.



Baseline Characteristics of Aza/Ven/Revumenib

Characteristic
DL1 DL2 All

(n=21) (n=22) KMT2Ar (n=9) NPM1m (n=34) All (n=43)
Age, years, Median (range) 74 (61, 92) 69.5 (60, 84) 67 (60, 81) 73.5 (61, 92) 70 (60, 92)
Age ≥ 75 years, no. (%) 10 (47.6) 7 (31.8) 1 (11.1) 16 (47.1) 17 (39.5)
Gender, no. (%)

Female 15 (71.4) 8 (36.4) 4 (44.4) 19 (55.9) 23 (53.5)

ECOG Performance Status, no. (%)

0-1 15 (71.4) 15 (68.1) 8 (88.9) 22 (64.7) 30 (69.8)
2 6 (28.6) 7 (31.8) 1 (11.1) 12 (35.3) 13 (30.2)

WBC, 103/uL, Median (range) 5.0 (0.7, 18.8) 2.4 (1.0, 14.3) 5.0 (1.2, 14.3) 3.2 (0.7, 18.8) 3.2 (0.7, 18.8)

BM Blast (%), Median (range) 63 (15, 94) 60 (16, 95) 78 (55, 84) 54 (15, 95) 60 (15, 95)
ELN 2024 Risk, no. (%)

Favorable 9 (42.9) 13 (59.1) 5 (55.6) 17 (50.0) 22 (51.2)
Intermediate 11 (52.4) 9 (40.9) 3 (33.3) 17 (50.0) 20 (46.5)
Adverse 1 (4.8) 0 (0.0) 1 (11.1) 0 (0.0) 1 (2.3)

NRAS Mutation, no. (%)
Present 5 (23.8) 4 (19.0) 3 (33.3) 6 (18.2) 9 (21.4)

KRAS Mutation, no. (%)
Present 3 (14.3) 2 (9.5) 2 (22.2) 3 (9.1) 5 (11.9)

FLT3-ITD Mutation, no. (%)
Present 6 (28.6) 5 (22.7) 0 (0.0) 11 (32.4) 11 (25.6)
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Safety and AEs of Aza/Ven/Revumenib

Adverse Event, No. (%) DL1 
(n=21)

DL2 
(n=22)

All 
(n=43)

Febrile neutropenia 5 (24) 6 (27) 11 (26)
Acute kidney injury 4 (19) 4 (18) 8 (19)
Dyspnoea 4 (19) 2 (9) 6 (14)
QTcF Prolongation 2 (10) 3 (14) 5 (12)
Hypokalaemia 1 (5) 4 (18) 5 (12)
Muscular weakness 2 (10) 3 (14) 5 (12)

Grade >3 Non-Heme TEAEs

• 1 Hematologic DLT seen in DL1 during dose-
escalation 

• No other Heme or Non-Heme DLTs
• No MTD identified

Differentiation Syndrome DL1
N=21

DL2 
N=22

All
N=43

No. of Patients, (%) 6 (28.6%) 2 (9.1%) 8 (18.6%)
Grade >3, (%) 2 (9.5%) 0 2 (4.7%)
Median Time To DS, Days 8 4.5 4.5
DS Duration, Days (range) 5 (2-8) 4 (2-6) 5 (2-8)
Dose Reductions 0 0 0
Dose Interruptions 2 0 2

QTcF Prolongation DL1
N=21

DL2
N=22

All
N=43

No. of Patients, (%) 7 (33.3%) 12 (54.5%) 19 (44.2%)
Grade >3, (%) 2 (9.5%) 3 (13.6%) 5 (11.6%)
Median Time To QT, Days 30.5 32 31.5 
QT Duration, Days (range) 7.5 (1-133) 8 (0-98) 8 (0-133)
Dose Reductions 1 0 1
Dose Interruptions 4 4 8

• Most common Grade 1-2 TEAEs:
• Nausea (60%), Constipation (53%), QTcF 

prolongation (44%)

• 30-day & 60-day mortality = 7% (3/43)
• No G4 DS or QTcF Prolongation
• No pt discontinued Revumenib due to DS or QTcF 

Prolongation
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Treatment Cycle Durations of Aza/Ven/Revumenib 

Induction Treatment 
Cycle Lengths1

DL1
N=21

DL2 
N=22

All
N=43

Median Days, (Range) 41 
(28-55)

35 
(28-42)

38.5 
(28-55)

Continuation Phase Cycles2 - Median Duration = 42 days
 

Delay 
(weeks)

# of Continuation 
Cycles

Proportion of All Continuation 
Cycles

No Delay 13 13%
<1 week 22 22%

1-2 weeks 19 19%
2+ weeks 46 46%

• Overall median duration of induction-phase and 
continuation-phase cycles similar to Aza/Ven on VIALE-A

• ANC >0.5x109/L & platelets >50x109/L prior to each cycle

• No difference between DL1 and DL2 for 
duration of Continuation Phase Cycles

• Median duration of DL1 and DL2 = 42 
days

• Revumenib dose-reduced first for G4 
neutropenia or thrombocytopenia lasting 
>14 days end of cycle

• Reduced to 21 days every cycle 
(n=10)

• Ven dose-reduced at 2nd occurrence- 21 
days every cycle

• N=7 (22% in continuation phase)

1- Time from initiation of induction-phase to initiation of continuation-phase: only includes pts who completed induction-phase and began 
continuation-phase
2- Continuation-Phase cycles only include completed cycles of continuation-phase. Ongoing cycles not included.For use only by Syndax Medical Affairs for scientific exchange purposes. Do not copy or distribute.



Clinical Outcomes
DL1 DL2 All

(n=21) (n=22) KMT2Ar 
(n=9)

NPM1m 
(n=34)

All 
(n=43)

Best Response, no. (%)
CR 13 (61.9) 16 (72.7) 7 (77.8) 22 (64.7) 29 (67.4)
CRh 0 (0.0) 1 (4.5) 0 (0.0) 1 (2.9) 1 (2.3)
CRi 4 (19.0) 1 (4.5) 1 (11.1) 4 (11.8) 5 (11.6)
MLFS 2 (9.5) 1 (4.5) 1 (11.1) 2 (5.9) 3 (7.0)
Not Evaluable1 2 (9.5) 3 (13.6) 0 (0.0) 5 (14.7) 5 (11.6)

ORR (CR/CRh/CRi/MLFS) 19 (90.5%) 19 (86.4%) 9 (100%) 29 (85.3%) 38 (88.4%)

CRc (CR/CRh/CRi) 17 (81.0%) 18 (81.8%) 8 (88.9%) 27 (79.4%) 35 (81.4%)

Clinical Outcomes of Aza/Ven/Revumenib

1 Not Evaluable = 5 pts had either early death (n=3) or withdrew from study (n=2) prior to end of cycle 1 BM Bx

• No patient had refractory disease after 1-2 cycles
• 84% of evaluable patients achieved remission within 1st cycle of therapy
• 100% of evaluable pts achieved flow MRD-negative remission (sensitivity 0.02%)

• 76% after cycle 1; 89% after cycle 2
• 31% achieved NPM1m NGS-negative remission (sensitivity 0.005%)

• 39% (5/13 pts tested) were NPM1m MRD-negative after cycle 2
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Subset Analyses of Aza/Ven/Revumenib

All DL1 DL2 Age <75 Age ≥75 KMT2Ar NPM1 mut ELN24
Favorable

ELN24 
Int/Adverse
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Survival Outcomes of Aza/Ven/Revumenib

• 10 pts (23%) received an allogeneic stem cell transplant
• 4 pts relapsed (KMT2Ar: n=3; NPM1m: n=1)

• Median F/U = 6.9 months
• 1 year OS = 63% (KMT2Ar: 83% vs. NPM1m: 55%) 
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Conclusions

• 1st clinical trial performed of menin inhibitor + Aza/Ven for newly Dx older/unfit 
AML patients with NPM1m or KMT2Ar

• Addition of Revumenib to Aza/Ven safe and feasible at both dose levels in newly 
Dx older NPM1m or KMT2Ar AML

• Cytopenias and delays in continuation phase cycles warrant pre-emptive dose 
reduction of Venetoclax after achievement of remission
• Study Amended: Ven 14 days every cycle in continuation phase

• Aza/Ven/Revumenib highly active in newly Dx older AML pts w/ NPM1m or KMT2Ar
• ORR = 88%, CRc = 81%, CR = 67% with flow MRD-negative remissions seen in all evaluable pts
• No patient had refractory disease after 1-2 cycles
• Promising activity in patients with higher-risk disease compare favorably to Aza/Ven
 KMT2Ar: CRc = 89%; NPM1m Intermediate-risk: CRc = 79% 

• EVOLVE-21: Randomized Phase 3 study currently enrolling: Aza/Ven/Revumenib 
vs. Aza/Ven/Placebo in newly Dx older/unfit NPM1m and KMT2Ar AML 

1- EU CT #2024-512733-32-00; NCT06652438For use only by Syndax Medical Affairs for scientific exchange purposes. Do not copy or distribute.
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